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Box No. I Basis of the report 

1 . With regard to the language, this report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1 (b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 

1 -35 as originally filed 

Claims, Numbers 

1 -1 4 filed with telefax on 1 4.04.2005 

Drawings, Sheets 

1/1 as originally filed 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4. □ This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any tabie(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. " 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 

Industrial applicability (IA) Yes: Claims 

No: Claims 



2. Citations and explanations (Rule 70.7): 




see separate sheet 




Box No. VI Certain documents cited 


1. Certain published documents (Rule 70.10) 




and / or 




2. Non-written disclosures (Rule 70.9) 




see separate sheet 




Box No- VII Certain defects in the international application 




The following defects in the form or contents of the international application have been noted: 




see separate sheet 




Box No. VIII Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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1 . The following documents (D) are referred to in this communication; the numbering will 
be adhered to in the rest of the procedure: 

D1 : DE 22 30 392 A1 (CASSELLA FARBWERKE MAINKUR A.-G.) 31 January 1 974 

D2: EP-A1-0 293 744 (BASF A.-G., FED. REP. GER.) 7 December 1988 

D3: WO 03/002544 A (BRISTOL-MYERS SQUIBB COMPANY; PHARMACOPEIA, 

INC; AHMED, GULZAR; METZGE) 9 January 2003 
D4: US 2003/1 86984 A1 (ACKERMANN, JEAN ET AL) 2 October 2003 
D5: WO 2004/058174 A (BAYER PHARMACEUTICALS CORPORATION; CANTIN, 

LOUIS-DAVID; CHOI, SOONGYU;) 15 July 2004 
D6: EP-A-1 122 242 (YAMANOUCHI PHARMACEUTICAL CO. LTD) 8 August 2001 

2. The present application relates to pyridine derivatives and their use as androgen 
modulators. 

3. The amendments filed with letter dated 14.04.2005 are in accordance with the 
requirements of Art. 34(2)(b) PCT. 

item V 

4. Novelty (Art. 33(2) PCT) 

The compounds disclosed in Documents D1-D4 are not considered falling within the 
scope of amended claim 1 due to the restriction of substituent R 1 . The requirements of 
Art. 33(2) PCT are thus fulfilled. 

5. Inventive step (Art. 33(3) PCT) 

Doucment D6 relates to compounds with anti-androgen action (see the abstract). The 
presently claimed compounds differ from compound 1-23 (table 7, p. 32 of D6) in an 
additional substituent R 1 and in that the N-atom does not form part of a cyclic structure. 
It would appear that the provision of compounds according to present claim 1 cannot be 
considered obvious for the skilled person when starting from the disclosure of D6 in 
order to solve the technical problem of providing further compounds useful as androgen 
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modulators. The claimed subject-matter which can thus be considered based on an 
inventive step as well. The application meets the requirements of Art. 33(3) PCT. 

6. Industrial applicability (Art. 33(4) PCT) 

Can be acknowledged for claims 1-14. 



7. Document D5 was published after the priority date of the present application but before 
its international filing date. Its content would be considered as forming part of the state 
of the art if the priority of the present application was found to be invalid. When entering 
the regional european phase the document will also be considered for the question of 
novelty even if the presently claimed priority is valid. Examples 310-312 of D5 do not fall 
within the scope of amended claim 1 due to the amendment of the definition for R 1 . 



8. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the cited documents is not mentioned in the description, nor are these 
documents identified therein. 



9. The expression "prodrug" does not have a precise meaning in the art and is thus not 
considered suitable to define subject-matter. Claim 1 is thus not considered clear within 
the meaning of Art. 6 PCT. 

10. Claims 9 and 10 are not acceptable under Art. 6 PCT. The therapeutic application is 
either not defined at all (claim 9) or functionally defined by a mecanism of action (claim 
10) which does not allow any practical application in the form of a defined, real treatment 
of a pathological condition (disease). 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO-January 2004) 



item VI 



item 



VII 



item 



VIII 



14-04-2005 - 1B0403668 

nKi-iH-tuua lD:43ara Fram-Pfizsr Info Herat + . T-S79 P.00Z/005 r -oio 

-37- 

CLAIMS 

What is claimed is: 

1. A compound of the formula: 

,R 1 
ll 




N fM 
I 

and the pharmaceutical^ acceptable salts, hydrates, and prodrugs 
thereof, wherein; 

a) R 1 is represented by (Ci-C z )alkyl, substituted with one or mare 
halogens, or (Ci-C^alkoxy, substituted with one or more halogens, 
10 b) R z is represented by hydrogen or halogen, 

c) X 1 and X 2 are each independently represented by 

i) (Ci-C 12 )alkyl y optionally substituted, 

ii) (C2-C 12 )alKenyl. optionally substituted, 
Hi) (Cz-C^alkynyl, optionally substituted, 

15 iv) (C 3 -C 1D )cycloa!kyl l optionally substituted, 

v) (C 3 -C 10 )cycloalkyl(Ci-C s )alkyl. in which the alkyl and 
cycloalkyl moieties may each be optionally substituted, 

vi) (C s -C 1D )aryl, optionally substituted, 

vii) (C B -C ia )aryl(C r C B )a!Kyl, in which both the alkyl and aryi 
20 moieties may be optionally substituted, 

viii) -(CH 2 ) q -CH z -ZH ( in which Z is S or O and q is an integer 
from 1-11. 

ix) -(CH 2 ) n -Y-(CH 2 VCH3, In which Y is O or S, n is an integer 
from 1 to 4, and p is an integer from 1 to 4, 

25 x) -[CH 2 ] m -C(0)R 3 , in which m is an integer selected from 1 

to S and R a is represented by hydrogen, (C r C 12 )aIkyl, (C 6 - 
C^aryl, or (C 6 -C 10 )aryl(C l -C 6 )aikyl f in which both the alkyl 
and aryi moieties may be optionally substituted, 
*') 4CH 2 ] m -C(0)-CMR 4 , in which m is as defined above and R 4 

30 is represented by hydrogen, (C r Ci2)alkyl, (C s -C 10 )aryl, or 



14-04-2005 

npi-14-tvuu 1 0 :44am Frara-Pfizar Info Mgmt 



+ 



T-™ r.mum '?-°?„ 03668 



10 



20 



4. 
6. 



xif) 



-38- 

(C a -C 10 )ary|(C,-c s )a|ky! r in which the alkyl and aryl moieties 
may be optionally substituted, 

-[CHJm-CCO^NR 5 ^ in which m is as described above, 
and R s and R B are each independently represented by 
hydrogen, (C T -C 12 )alkyi. (C B -C 10 )aryl, or (C B -C 10 )ary|(C T - 
C e )alkyl, in which the alkyl and aryl moieties may each be 
optionally substituted, 
i) heteroaryl, optionally substituted, 
H) heteroaryKd-C^alkyl, in which the heteroaryl and alkyl 

moieties may each be optionally substituted, 
i'i) heterocyclic, optionally substituted, or, 
iv) heterocyclicfC-C^alkyl, in which the alkyl and 

heterocyclic moieties may each be optionally substituted. 

2- A compound according to claim 1 in which R 1 is represented by 
15 trifluomethyi. 

3- A compound according to any one of claim s 1- or 2 in which said 
tnfluoromethyl is located at the 4-position of the pyridine ring: 



A compound according to anyone of claims 1-3 in which R z is hydrogen. 

A compound according to anyone of claims 1-4 in which X 1 is (C,- 
Cl2)alkyl and X2 is (C6-C1Q)aryl(C1-C6)alkyl. 

A compound according to anyone of claims 1-5 in which X 1 and X 2 are 
each (C,-C 12 )alkyl 

A compound according to anyone of claims 1-6 in which X 1 is (C,-C 1z )alkyi 
and X 2 is (C3-C10)cycloaIkyl(Cl-CB)alkyl. 

A compound according to claim 1 selected from the group consisting of 

( R )-(+)- e-IMethyKl-Phenj4-ethyl)-aminoH-trifIuoromethyl- 
nicotinonitrile, 

(RH + )-2-Chloro-6-[methyK1-p hen yi-ethyl)- a minoH-trifluoromethyl- 
30 nicotinonitrile. 



7, 
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e-[rnethyl-(1-phenyl-ethyl)-amino]-?-trifluoromethyl-nicotinonjtrile. 

6-[methyl-(1-phenyl-ethyl)-amino]-4-trifluoromsthoxy-nicotinonitrile, 

6-[methyJ-(1-(4-fluora P henylHthyl)-amino]-4-tr}fIuoTOmethyl-nicotinonitrii ej 

6-rmethyI-(1-(3-hydTOxyphenyl)^thyl)-amino]-4-trifIuoromethyl- 
5 nicotinonltrile, 

6-fbuty|(1-(3-hydroxyphenyl)-ethyl)-amino]-4-trifluoromethoxy- 
nicotinonitiile, 

e-dipropylamino-4-trifluoromethyl-nicotfnonftrile, 
2-chloro-e-dimethylamino-4-trifluoromethyl-nicotinonitnfe, 
10 6 -(hexyl-octyl-aminoH-trifIuoromethyI-nicotinonrtriIe, 

6-(sec-butyI-methyl-amino)-4-trrfluoromethyl-nicotinonitriIe, 
6-[buty1-(2-hydrDxy-ethyl)-amino]-4-trifIuoromethyl-nicotinonitri| ei 
B-(butyl-methy[-amino)-4-trtfluoromethyl-nicotinonitrile, 
6-(ben2yl-methyl-amino}-4-trifIuoromethyl-nicotinonitrite, 
15 e -( c y c l°'iexyl-propyl-amino)-4-trffiuoromethyI-nicotinonitrile, 

6-(cycIopropylmethyI-propyl-amino)-4-trifluonomethyl-nicotinonitrite, 
e-Csec-butyl-methyl-aminoJ-Z-chlorcMj-trifluoromethyl-nicatinonitrile, 
6.Dipropylamina-2-chlaro-4-trffluoromethyl-nicatinonItrile, 
6<propyl-methyl-amino)-2-chloro-4-trifluoromethyI-nicc3tinonrtrile 1 and, 
6-(Butyl-methyl-amino)-2-chlaro-4-trffluoromethyl-nicotinon"rtrile. 
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Use of a compound according to anyone of Claims 1-8 in the manufacture 
of medicament. 



10. Use of a compound according to anyone of Claims 1-B in the 
manufacture of a medicament for inhibiting activation of the androgen 

25 receptor. 

11. A pharmaceutical composition comprising a compound according to any 
one of Claims 1-8 in admixture with 1, or more, pharmaceutical^ 
acceptable excipients. 



12. A topical pharmaceutical formulation comprising a compound according to 
anyone of Claims 1-8 in admixture with 1, or more, pharmaceutical^ 
acceptable excipients suitable for dermal application. 
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13. An article of manufacture comprising a compound according to any one of 
Claims 1-8 packaged for retail distribution which advises a consumer how 
to utilize the compound to alleviate a condition selected from the group 
consisting of acne, alopecia, and oily skin. 

5 

14. Use of a compound according to any one of claims 1-5 In the manufacture 
of a medicament for alleviating a condition selected from the group 
consisting of hormone dependent cancers, benign hyperplasia of the 
prostate, acne, hirsutism, excess sebum, alopecia, premenstrual 
10 syndrome, lung cancer, precocious puberty, osteoporosis, hypogonadism, 

age-related decrease in muscle mass, and anemia. 



15 
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